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(54) Title: NOVEL PREPARATTON AND ADMINISIKAHON FORM COMPRISING AN ACID-LABILE ACTIVE 
COMPOUND 

^ (57) Abstract: Novel administration forms and preparations for acid-labile active compounds are described. The novel administra- 
don forais contain individual active compound units, the active compound being present in the active compound units m a matrix 
Q made of a mixture comprising at least one fatty alcohol and at least one soUd paraffin, in a matrix made of a mixture of a triglyceride 
^ and at least one solid paraffin or in a matrix made of a mixmre comprising at least one fatty acid ester and at least one solid paraffin. 
Uk particular, the active compound units are microspheres which can be produced by prilling. 



wo 00/74654 



-1 . 



PCT/EP00/049S8 



Novel preparation and administration form comprising an acid-labile active compound 
Technical field 

The present invention relates to the field of pharmaceutical technology and describes a novel 
administration form comprising an acid-labile active compound, in particular an acid-labile proton pump 
inhibitor. Furthermore, the invention also relates to processes for the production of the administration 
form, preparations which can be used for the production of the administration form, and a process for 
the production of the preparations. 

Prior art 

It is generally known to coat peroral administration forms, e.g. tablets or pellets which contain an acid- 
labile active compound, with an enteric coating which, after passage through the stomach, rapidly 
dissolves in the alkaline medium of the intestine. Examples of'such acid-labile active compounds are 
acid-labile proton pump inhibitors (HVK* ATPase inhibitors), in particular pyridin-2-ylmethyIsul- 
finyl-IH-benzimidazoles, such as are disclosed, for example, in EP-A-0 005 129, EP-A-0 166 287. 
EP-A-0 174 726 and EP-A-0 268 956, On account of their H7K* ATPase-inhibiting action, these are of 
Importance in the therapy of diseases which are due to increased gastric acid secretion. Examples of 
active compounds from this group which are already commercially available are 5-methoxy-2-[(4-meth- 
oxy-3,5-dimethyl-2-pyridinyl)methylsulfinyl]-1H-benzimidazoIe (INN: omeprazole). 5-difluoromethoxy- 
2-[(3,4-dimethoxy-2-pyridinyl)methylsulfinyl]-1 H-benzimidazole (INN: pantoprazole), 2-[3-methyl-4- 
(2,2,2-trifluoroethoxy)-2-pyrldinyl)methylsulfinyl]-1H-benzimidazole (INN: lansoprazole) and 2-{[4-(3- 
methoxypropoxy)-3-methylpyridin-2-yl]-methylsuIfinyl}-1 H-benzimidazole (INN: rabeprazole). 

Because of their strong tendency to decompose in a neutral and, in particular, in an acidic environment, 
where strongly colored decomposition products are also formed, for oral preparations it is also 
necessary in this case to protect the active compounds from the action of acids. In the case of the 
strongly acid-labile pyrldin-2-ylmethylsuifinyI-1H-benzlmidazoles, it is moreover necessary to process 
these in the tablet core or in pellets in the form of their alkaline salts, for example as sodium salts, or 
together with alkaline substances. Since the substances suitable for enteric coatings are those having 
free carboxyl groups, the problem results that the enteric coating is partly dissolved or even dissolved 
from inside because of the alkaline medium in the interior and the free carboxyl groups promote the 
decomposition of the active compounds. It is therefore necessary to provide an isolating intermediate 
layer (subcoating) between the enteric coating and the alkaline tablet core or pellet. It is proposed in 
EP-A-0 244 380 to coat cores which contain the active compound together with alkaline compounds or 
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as an alkaline salt with at least one layer of nonacidtc. inert phamnaceutically acceptable substances* 
which are soluble in water or rapidly decompose in water» before the enteric layer is applied. The 
Intermediate layer or intermediate layers act as pH-buffering zones in which the hydrogen tons diffusing 
in from outside can react with the hydroxyl ions diffusing from the alkaline core. In order to increase the 
buffer capacity of the intermediate layer, it is proposed to incorporate buffer substances into the 
intermediate layer(s). In practice, it is possible by this process to obtain somewhat stable preparations. 
However, relatively thick intermediate layers are needed in order to avoid the unsightly discolorations 
occurring even in the case of only slight decomposition. Moreover, a considerable effort is to be made 
in the preparation to avoid traces of moisture. 

In EP-A-0 519 365, a formulation on the principle of the alkaline core coated with a water-soluble 
intermediate layer and an enteric coating is proposed for the active compound pantoprazote, in which 
improved stability is achieved by use of polyvinylpyrrolidone and/or hydroxypropylmethylcellulose as 
binders for the alkaline core. 

EP-A-0 342 522 discloses a formulation for acid-sensitive benzimidazoles in which, between the 
alkaline core and the enteric coating, an intermediate layer is located which is composed of only slightly 
water-soluble film-forming material, such as ethylcellulose and polyvinyl acetate, and a slightly water- 
soluble finely granular inorganic or organic material suspended therein, such as, for example, 
magnesium oxide, silicon oxide or sucrose fatty acid esters. 

EP-A-0 277 741 describes spherical granules having a core which is coated with spray powder, which 
contains low-substituted hydroxypropylcellulose and a benzimidazole compound having anti-ulcer 
activity. These granules can be coated with an enteric coating agent. 

WO 96/01623. WO 96/01624 and WO 96/01625 describe an administration form for acid-labile HVK* 
ATPase inhibitors, in which the active compound pellets are compressed together with tablet excipients 
to give a tablet. The pellets consist of cores which contain the acid-labile. H7K^ ATPase inhibitor 
together with alkaline compounds or as an alkaline salt. The cores of the pellets are coated with one or 
more layers, at least one layer having enteric properties. In a mechanical respect, the enteric coating 
must in this case be constituted such that on compression to give tablets the acid resistance of the 
pellets is not adversely affected. It Is mentioned that the production of the cores of the pellets can be 
carried out by spray drying. 

WO 97/25030 describes the processing of the abovementioned pellets to give an effervescent tablet. 

WO 98/52564 describes a pharmaceutical composition in pellet form, which has an inert core, a 
benzimidazole on or in the core, a moisture-resistant layer around the core and an enteric coating over 
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the moisture-resistant layer. Hydrophobic materials such as. for example, cetyl alcohol are mentioned 
as constituents of the moisture-resistant layer. 

EP-A-0 514 008 describes pharmaceutical administration forms for acid-labile benzimidazoles based 
on a solid matrix of a poiyglycerol fatty acid ester or a lipid and the active compound. At least in the 
vicinity of the matrix surface, a substance is dispersed which develops viscosity on contact with water. 
It is mentioned that such an administration form can settle in the digestive tract, remains there for a 
relatively long time and the bioavailability of the active compound is increased. 

As the abovementioned prior art shows, the production of peroral administration forms for acid-labile 
active compounds requires technically complicated processes. 

Description of the invention 

It is the object of the present invention to provide a novel administration form for acid-labile active 
compounds, which can be prepared without great technical effort and exhibits good controllability of th^ 
release of active compound. A further object of the Invention is the provision of an administration form 
in which the acid-labile active compound does not have to be protected by an enteric coating. 

It has now surprisingly been found that this object can be achieved by an administration form which 
contains multiple individual active compound units, the acid-labile active compound being present in the . 
individual active compound units in a matrix made of a mixture of at least one fatty alcohol and at least 
one solid paraffin, being present in a matrix made of a mixture of at least one triglyceride and at least 
one solid paraffin or being present in a matrix made of a mixture of at least one fatty acid ester and at 
least one solid paraffin. 

One subject of the invention is therefore an administration form for acid-labile «active compounds, 
comprising pharmaceutical excipients and multiple individual active compound units, wherein the acid- 
labile active compound is present in the individual active compound units in a matrix made of a mixture 
comprising at least one fatty alcohol and at least one solid paraffin. 

A further subject of the invention is also an administration form for acid-labile active compounds, 
comprising pharrnaceutical excipients and multiple individual active compound units, wherein the acid- 
labile active compound is present in the individual active compound units in a matrix made of a mixture 
comprising at least one triglyceride and at least one solid paraffin. 
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Further acid-labile proton pump inhibitors, for example substituted phenylmethylsulf]nyl-1H-benz- 
imidazoles, cycloheptapyridin-9-ylsulfinyi-1 H-benzimidazoles or pyridin-2-ylmethylsulfiny!thii5noimida- 
zoles, are disclosed in DE-A-35 31 487. EP-A-0 434 999 and EP-A-0 234 485. Examples which may be 
mentioned are 2-[2-(N-isobutyl-N-methylamino)benzylsulfjnyl]benzlmidazole (INN: lemincprazole) and 
2-(4-methoxy-6.7.8.9-tetrahydro-5H-cyclohepta[faipyrldln-9-ylsulfinyl)-1H-benzimida2ole (INN: nepapra- 
zole). 

The acid-labile proton pump inhibitors are chiral compounds. The term acid-labile proton pump inhibitor 
also includes the pure enantiomers of the acid-labile proton pump inhibitors and their mixtures in any 
mixing ratio. Pure enantiomers which may be mentioned by way of example are 5-methoxy-2-((S)- 
((4-methoxy-3,5-dimethyl-2-pyrldinyl)methyl]sulfinyl]-1 H-benzimldazole (INN: esomeprazole) and 
(-)-pantoprazole. 

The acid-labile proton pump inhibitors are present here as such or preferably in the form of their salts 
with bases. Examples of salts with bases which may be mentioned are sodium, potassium, magnesium 
and calcium salts. If desired, the salts of the acid-labile proton pump inhibitors with bases can also be 
present in hydrate form. Such a hydrate of the salt of an acid-labile proton pump inhibitor with a base is 
disclosed, for example, in WO 91/1 9710. 

Particularly preferred acid-labile proton pump inhibitors which may be mentioned are pantoprazole 
sodium sesquihydrate (= pantoprazole sodium x 1.5 H2O), (-)-pantoprazole sodium sesquihydrate, 
omeprazole magnesium, omeprazole, esomeprazole magnesium and esomeprazole. 

The fatty alcohol is preferably a linear, saturated or unsaturated primary alcohol having 10-30 carbon 
atoms. It is preferably a primary alcohol having 10 to 18 carbon atoms In linear chains. Fatty alcohols 
which may be mentioned by way of example are cetyl alcohol, myristyl alcohol, lauryl alcohol or stearyl 
alcohol, cetyl alcohol being preferred. If desired, mixtures of fatty alcohols can also be present. 

The triglyceride is glycerol whose three hydroxyl groups are esterified by carboxylic acids. Preferably, 
the carboxylic acids are monobasic carboxylic acids having 8 to 22 carbon atoms, preferably naturally 
occurring carboxylic acids. In this context, they can be different or, preferably, identical carboxylic 
acids. Examples which may be mentioned are tristearate, tripalmitate and particularly preferably 
trimyristate (these triglycerides are commercially available under the name Dynasan 118, 116 or 114). 
If desired, mixtures of triglycerides can also be present. 

The fatty acid ester Is the ester of an alcohol with a fatty acid. In this case, the alcohol is preferably a 
linear, saturated or unsaturated primary alcohol having 10-30. preferably having 12 to 18, carbon 
atoms. The fatty acid is preferably a monobasic carboxylic acid having 8 to 22, in particular 12 to 18, 
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carbon atoms, preferably a naturally occurring carboxylic acid. According to the invention, preferred 
fatty acid esters are those having a melting point of greater than 30°C. A fatty acid ester which may be 
mentioned by way of example is cetyl palmitate, which is commercially available, for example, under 
the name Cutina® CP. If desired, mixtures of fatty acid esters can also be present. 

The solid paraffin is preferably paraffinum solidum (paraffin wax). Alternatively, for example, ozocerite 
can also be used. If desired, mixtures can also be used. 

If desired, the mixtures in the individual active compound units can have one or more further 
pharmaceutically suitable excipients. Examples of further suitable excipients which may be mentioned 
are polymers, sterols and basic compounds. 

Examples of polymers which may be mentioned are povidone (e.g. Kollidon® 17, 30 and 90 from 
BASF), vinylpyrrolidone/vinyl acetate copolymer and polyvinyl acetate. Mention may furthermore be 
made of cellulose ethers [such as, for example methylcellulose, ethylcetlulose (Ethocel®) and 
hydroxypropylmethylcellulose]. cellulose esters [such as cellulose acetate phthalate (CAP), cellulose 
acetate/trimellitate (CAT), hydroxypropylmethylcellulose phthalate (HP50 and HP55) or hydroxypropylr 
methylcellulose acetate succinate (HPMCAS)], methacrylic acid/methyl methacrylate copolymer or 
methacrylic acid/ethyl methacrylate copolymer (Eudragit® L). The polymer is preferably povidone or 
ethylcellulose. If desired, mixtures of polymers can also be present. By addition of suitable polymers, it 
is possible, for example, to influence the properties of the individual active compound units 
pharmaceutically (e.g. release of the active compound). By addition of suitable polymers such as 
cellulose acetate phthalate and hydroxypropylmethylcellulose phthalate (HP50 and HP55), a gastric 
juice resistance (delayed release according to definition of United States Pharmacopeia) of the 
individual active compound units can be achieved. For the production of an active compound unit 
having controlled release (extended release according to definition of United States Pharmacopeia) of 
the active compound, it is possible to add suitable polymers such as ethylcellulose and cellulose 
acetate. 

The sterol is preferably a phytosterol or a zoosterol. Examples of phytosterols which may be mentioned 
are ergostero!, stigmasterol, sitoisterol, brassicasterol and campesterol. Examples of zoosterols which 
may be mentioned are cholesterol and lanosterol. If desired, mixtures of sterols can also be present. 

Suitable basic compounds are, for example, inorganic basic salts such as ammonium carbonate and 
sodium carbonate, amines such as meglumine, di- or triethylamine and TRIS (2-amino-2-hydroxymeth- 
yM.3-propandiol) or fatty amines such as stearylamine. Stearylamine nnay be preferably mentioned. By 
the addition of basic compounds to the mixtures in the individual units, particularly stable preparations 
are obtained and possible discolorations are avoided. 
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The proportion (in percent by weight) of active compound in the individual active compound unit is 
advantageously 1-90%. The proportion of active compound is preferably 2-70%. particularly preferably 
5-40%. in particular 10-20%. The proportion of fatty alcohol in the individual active compound unit is 
advantageously 10-70%. preferably 20-70%, particularly preferably 20-60% and in particular 30-60%. 
The proportion of triglyceride in the individual active compound unit is advantageously 10-70%. 
preferably 20-70%. particularly preferably 20-60% and in particular 30-60%. The proportion of fatty acid 
ester in the individual active compound unit is advantageously 10-70%. preferably 20-70%. particularly 
preferably 20-60% and in particular 30-60%. The proportion of solid paraffin is advantageously 10-70%, 
preferably 20-60% and in particular 30-60%, If present, the proportion of polymer in the Individual active 
compound unit is expediently 1-25%, preferably 1-10%, particularly preferably 5-10%. If present, the 
proportion of sterol is expediently 1-10%, preferably 1-5%. If present, the proportion of basic compound 
is 0.05-5%, preferably 0.1-1%. 

Preferred individual active compound units according to the invention consist of 2-70% of active 
compound. 10-60% of fatty alcohol, 10-60% of solid paraffin, 1-15% of polymer and 0.1-2% of a basic 
compound. Further preferred individual active compound units according to the invention consist of 
2-70% of active compound, 10-60% of triglyceride. 10-60% of solid paraffin. 1-15% of polymer and 
0.1-2% of a basic compound. Other preferred individual active compound units according to the 
invention consist of 2-70% of active compound, 10-60% of fatty acid ester, 10-60% of solid paraffin, 1- 
15% of polymer and 0.1-2% of a basic compound. 

Particularly preferred individual active compound units according to the invention consist of 5-40% of 
active compound, 20-60% of fatty alcohol, 10-60% of solid paraffin. 1-15% of polymer and 0.1-1% of a 
basic compound. Further particularly preferred individual active compound units according to the 
invention consist of 5-40% of active compound. 20-60% of triglyceride. 10-60% of solid paraffin, 1-15% 
of polymer and 0.1-1% of a basic compound. Other particularly preferred individual active compound 
units according to the invention consists of 5-40% of active compound. 20-60%. of fatty acid ester. 
10-60% of solid paraffin. 1-1 5% of polymer and 0,1-1 % of a basic compound. 

Examples of active compound units according to the invention contain 5-40% of pantoprazole sodium 
sesquihydrate, 10-40% of cetyl alcohol, 5-60% of solid paraffin, 1-5% of polymer and 0.1-0.2% of a 
basic compound. Further examples of active compound units according to the invention contain 5-40% 
of pantoprazole sodium sesquihydrate, 10-40% of glyceryl tripalmitates. 5-60% of solid paraffin, 1-5% 
of polymer and 0.1-0.2% of a basic compound. Still other examples of active compound units according 
to the invention contain 10-20% of pantoprazole sodium sesquihydrate. 20-40% of triglyceride. 40-70% 
of solid paraffin, 1-5% of sterol and 0.05-0.1% of a basic compound. 



wo 00/74654 



-8. 



PCT/EPOO/04958 



The individual active compound units can be prepared, for example, by spray drying or preferably by 
spray solidification, in particular also by spray prilling. The preparation is particularly preferably carried 
out by prilling, in particular by vibration prilling. Spray drying Is carried out from a suitable solvent. 
Suitable solvents for spray drying are preferably those in which the fatty alcohol, the triglyceride or the 
fatty acid ester and the solid paraffin are soluble, while the active compound is insoluble. The suitable 
solvents can also be solvent mixtures. 

If the active compound employed is an acid-labile proton pump inhibitor, in particular a substituted 
pyridin-2-ylmethylsulfinyl-1H-ben2imidazole, the suitable solvents are. for example, hydrocarbons, 
chlorinated hydrocarbons and ethyl acetate. Hydrocarbons which can be mentioned are In particular 
linear or branched alkanes or alternatively cycloalkanes. Examples of linear alkanes are pentane. 
hexane and heptane. Examples of branched alkanes which may be mentioned are 2-methylpentane 
and 3-methylpentane. Examples of cycloalkanes which may be mentioned are cyclohexane and 
cyclopentane. If desired, mixtures of the hydrocarbons such as, for example, petroleum ether can also 
be employed. A chlorinated hydrocarbon which may be mentioned Is chloroform or, preferably, 
dichloromethane. 

For spray drying, the fatty alcohol, the triglyceride or the fatty acid ester and the solid paraffin, and, If 
desired, the further pharmaceutical constituents are dissolved In the suitable solvent and the active 
compound is suspended therein. If desired, the active compound can also be suspended and the fatty 
alcohol, the triglyceride or the fatty acid ester and the solid paraffin can then be dissolved. The particle 
size of the active compound employed should in this case advantageously be less than 40 pm. The 
suspension obtained is then sprayed in a spray dryer. 

Spray drying is carried out in a manner known per se. A detailed presentation of this technique is found 
in K. Masters. Spray Drying Handbook. 5th Ed. 1991, and J. Broadhead, S. K. Edmond Ronan, 
C.T.Rhodes. The Spray Drying of Pharmaceuticals, Drug Dev. Ind. Pharm. 18, 1169 (1992). The 
principle of spray drying consists in splitting up a solution or suspension of the product to be dried into 
fine droplets and drying it with a hot stream of gas. The solid component remaining after evaporation of 
the solvent is removed from the stream of gas by means of a cyclone and/or by a filter unit and 
collected. 

Suitable drying gases are, in particular, air and preferably nitrogen. The gas Inlet temperature depends 
on the solvent. 

The invention further relates to a preparation comprising an acid-labile active compound, at least one 
fatty alcohol or at least one triglyceride or at least one fatty acid ester and at least one solid paraffin. 
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obtainable by spray drying a suspension of the acid-labile active compound in a solution of the fatty 
alcohol, the triglyceride or the fatty acid ester and the solid paraffin in a suitable solvent. 

The preparation of the individual active compound units is preferably carried out by spray solidification 
or by prilling, the preparation very particularly preferably being carried out by vibration prilling. 

For spray solidification or prilling, the fatty alcohol, the triglyceride or the fatty acid ester is expediently 
liquefied to give a clear melt together with the solid paraffin and. if desired, further exclpients. The 
active compound Is dissolved or dispersed in this solution and the solution or dispersion obtained is 
sprayed or preferably prilled in a suitable device. A dispersion of the active compound In a melt of the 
exciplents is preferably used. 

Spray solidification is carried out in a manner known per se. A detailed presentation of this technique is 
found in P.B. Deasy. Microencapsulation and Related Drug Process (1984). 

The preparation of the individual active compound units Is particularly preferably carried out by 
solidification from the liquid phase by production of droplets by means of vibrating nozzles and by 
solidification of the droplets formed after stabilization thereof by drying or cooling in a suitable medium 
(preferably gaseous or liquid). The suitable medium can be. for example, cooled gas such as air or 
nitrogen. Such a process is disclosed, for example, in DE 27 25 924. The phase flowing to the nozzle is 
particularly preferably kept at a constant temperature here. Solidification is preferably carried out by 
means of sudden quenching in a suitable cooling medium. In the prilling, the liquid phase flowing to the 
no22!e, the vibrating nozzle and the drops formed by prilling are preferably kept, until the stabilization of 
their spherical form, at a constant temperature which is 1'C to 10'C above the melting temperature of 
the liquid phase, and the solidification of the drops after stabilization thereof is carried out suddenly by 
quenching using a gaseous or liquid cooling medium, whose operating temperature is at least 30°C 
below the melting temperature of the liquid phase. Such a process and a device suitable for carrying 
out this process are described, for example, in EP 0 467 221 B1. For prilling by means of vibrating 
nozzles, suitable units are marketed, for example, by Brace GmbH, Alzenau, Germany. With the aid of 
prilling by means of vibrating nozzles, the individual active compound units can be obtained In the form 
of microspheres having a narrow monomodal particle spectrum in the particle size range from 50 \im to 
2 mm. Owing to the narrow monomodal particle spectrum and a uniform, spherical form of the 
microspheres thus obtained, a uniformly smooth surface, a uniform, defined delivery of active 
compound and, with respect to the gastric passage in the case of oral administration forms (determined 
by the small particles), behavior like that of a solution is to be expected. The individual active 
compound units according to the invention thus differ from active compound-containing pellets obtained 
by extrusion. 
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in a further aspect, the invention therefore relates to microspheres comprising an acid-labile active 
compound and pharmaceutically acceptable excipients. The microspheres are preferably monomodal 
microspheres having a particle size range of 50-800 ^im, preferably 50-500 ^im, particularly preferably 
50-400 fam. in particular of 50-200 pm. The microspheres preferably contain an acid-labile proton pump 
inhibitor. 

The invention further relates also to microspheres comprising an acid-labile active compound and at 
least one fatty alcohol as a pharmaceutically acceptable excipient. In addition to the fatty alcohol, the 
microsphere can contain one or more further pharmaceutically suitable excipients. Examples of further 
suitable excipients which may be mentioned are polymers, sterols and basic compounds, the terms 
polymers, sterols and basic compounds having the above-mentioned meanings. In this case, the 
proportion (in percent by weight) of active compound in the individual active compound unit Is 
advantageously 1-90%. The proportion of active compound is preferably 2-70%, particularly preferably 
5-40%. In particular 10-20%. The proportion of fatty alcohol in the individual active compound unit is 
preferably 10-90%. preferably 30-85%. particularly preferably 60-80%. If present, the proportion of 
polymer in the individual active compound unit is expediently 1-25%, preferably 1-10%, particularly 
preferably 5-10%. If present, the proportion of sterol is expediently 1-10%. preferably 1-5%. If present, 
the proportion of basic compound is preferably 0.05-5%. preferably 0.1-1%. 

They are particularly preferably microspheres obtainable by production of drops of a solution or 
dispersion of the acid-labile active compound in at least one fatty alcohol by means of vibrating nozzles 
and by solidification of the drops formed after stabilization thereof in a suitable medium. Preferably, the 
solution or dispersion flowing to the nozzle is kept at constant temperature. 

The invention further relates- to microspheres obtainable by production of drops of a solution or 
dispersion of the acid-labile active compound in at least one fatty alcohol, triglyceride or fatty acid ester 
together with at least one solid paraffin by means of vibrating nozzles and by solidification of the drops 
formed after stabilization thereof by cooling in a suitable medium. Preferably, the solution or dispersion 
flowing to the nozzle is kept at constant temperature. 

The particle size of the active compound employed in the spray drying or spray solidification, prilling or 
vibration prilling is advantageously less than or equal to 100 pm, in particular less than 40 pm. The 
particle size is preferably in the range from 1-20 pm. particularty preferably in the range from 3-15 pm. 
Such a particle size can be achieved, for example, by grinding the active compound in a suitable mill. 

The individual active compound units (preparations) according to the invention can then be used as a 
basis for the production of the administration forms according to the invention. Administration forms 
according to the invention which may be mentioned, to which the preparations can be processed, are. 
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for example, suspensions, gels, tablets, coated tablets, multicomponent tablets, effervescent tablets, 
rapidly disintegrating tablets, powders in sachets, sugar-coated tablets, capsules or alternatively 
suppositories. Preferred administration forms here are peroral administration forms. Rapidly disinte- 
grating tablets and effervescent tablets are particularly preferred. The excipients which are suitable for 
the desired administration forms are familiar to the person skilled in the art on the basis of his/her 
expert knowledge. In the case of peroral administration forms, it is surprisingly possible to dispense 
with the enteric coating. 

The administration forms accordirig to the invention contain the acid-labile active compound in the dose 
customary for the treatment of the respective disease. The acid-labile proton pump inhibitors according 
to the invention can be employed for the treatment and prevention of all the diseases which are 
regarded as treatable or avoidable by the use of pyridin-2-ylmethylsulfinyl-1H-benzimida20les. In 
particular, such administration forms according to the invention can be employed in the treatment of 
stomach disorders. Such administration forms according to the invention contain between 1 and 
500 mg. preferably between 5 and 60 mg, of an acid-labile proton pump inhibitor. Examples which may 
be mentioned are tablets or capsules which contain 10, 20, 40 or 50 mg of pantoprazole. The 
administration of the daily dose (e.g. 40 mg of active compound) can be carried out, for example. In the 
form of an individual dose or by means of a number of doses of the administration forms according to 
the invention (e.g. 2 times 20 mg of active compound). 

The administration forms according to the invention can be combined with other medicaments, either in 
various combinations or in a fixed combination. In connection with the administration forms according to 
the invention which contain acid-labile proton pump inhibitors as active compounds, combinations with 
antimicrobial active compounds and combinations with NSAIDs (nonsteroidal antiinflammatory drugs) 
are worthy of mention. Combination with antimicrobial agents, such as are employed for the control of 
the microorganism Helicobacter pylori (H. pylori), may particularly be mentioned. 

Examples of suitable antimicrobial active compounds (active against Helicobacter pylori) are described 
in EP-A-0 282 131. Examples of antimicrobial agents suitable for the control of the microorganism 
Helicobacter pylori which may be mentioned are, for example, bismuth salts [e.g. bismuth subcitrate, 
bismuth subsalicylate, ammonium bismuth(lll) potassium citrate dlhydroxide, bismuth nitrate oxide, 
dibismuth tris(tetraoxodialuminate)], but in particular p-lactam antibiotics, for example penicillins (such 
as benzylpenicillin, phenoxymethylpenicillin. propicillin, azidocillin, dicloxacillin, flucloxacillin. oxacillin, 
amoxicillin, bacamplcillin, ampicillin. mezlocillin, piperacillin or aziocillin), cephalosporins (such as 
cefadroxil. cefaclor, cefalexin, cefixime. cefuroxime. cefetamet, cefadroxil, ceftibuten, cefpodoxime. 
cefotetan, cefazolin, cefoperazon. ceftizoxime, cefotaxime, ceftazidime, cefamandol, cefepime. 
cefoxitin, cefodizime, cefsulodin, ceftriaxon, cefotiam or cefmenoxime) or other p-lactam antibiotics 
(e.g. aztreonam. loracarbef or meropenem); enzyme inhibitors, for example sulbactam; tetracyclines, 
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for example tetracycline, oxytetracycllne. minocycline or doxycycline; aminoglycosides, for example 
tobramycin, gentamicin, neomycin, streptomycin, amikacin, netilmicin, paromomycin or spectinomycin; 
amphenicols, for example chloramphenicol or thiamphenicol; tincomycins and macrollde antibiotics, for 
example clindamycin, lincomycin, erythromycin, clarithromycin, spiramycin, roxithromycin or 
azithromycin; polypeptide antibiotics, for example colistin. polymixin B. teicoplanin or vancomycin; 
gyrase inhibitors, for example norfloxacin, cinoxacin, ciprofloxacin, pipemidic acid, enoxacln. nalidixic 
acid, pefloxacin, fleroxacin or ofloxacin; nitrolmidazoles, for example metronidazole; or other antibiotics, 
for example fosfomycin or fusidic acid. Particularly worthy of mention in this connection is the 
administration of an acid-labile proton pump inhibitor with the combination of a multiplicity of 
antimicrobial active compounds, for example with the combination of a bismuth salt and/or tetracyclines 
with metronidazole or the combination of amoxicillin or clarithromycin with metronidazole and 
amoxicillin with clarithromycin. 

The production of administration forms and preparations according to the invention is described byway 
of example below. The following examples Illustrate the invention in greater detail, without restricting it. 
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Examples 

Production of the preparations 
Example 1 

50 g of solid paraffin, 34.9 g of cetyl alcohol and 0.1 g of stearylamine are fused to give a clear mixture. 
5.0 g of povidone are dissolved in the clear melt. 10.0 g of pantoprazole sodium sesquihydrate are 
added and homogeneously suspended at a temperature of 56-60"C, The suspension is prilled in the 
molten state and the drops thus formed are solidified in a cooling zone. 

Example 2 

55 g of solid paraffin, 30.9 g of cetyl alcohol and 0.1 g of stearylamine are fused to give a clear mixture. 
4.0 g of povidone are dissolved in the clear melt. 10.0 g of pantoprazole-magnesium are added and 
homogeneously suspended at a temperature of 56-60°C. The suspension is prilled in the molten state 
and the drops thus resulting are solidified in a cooling zone. 

Example 3 

45.0 g of solid paraffin, 33,8 g of cetyl alcohol. 1.0 g of p-sitosterol and 0.2 g of stearylamine are fused 
to give a clear mixture. 1.0 g of povidone and 4.0 g of ethylcellulose are dissolved in the clear melt, 
15.0g of pantoprazole sodium sesquihydrate are added and homogeneously suspended at a 
temperature of 56-60*C. The suspension is prilled in the molten state and the drops thus resulting are 
solidified in a cooling zone. 

Example 4 

52.0 g of solid paraffin, 30.3 g of cetyl alcohol and 0.2 g of stearylamine are fused to give a clear 
mixture. 5.0 g of povidone are dissolved in the clear melt. 12.5 g of pantoprazole sodium sesquihydrate 
are added and homogeneously suspended at a temperature of SS-eO'C. The suspension is prilled in 
the molten state and the drops thus formed are solidified in a cooling zone. 

Example 5 



77.2 g of cetyl alcohol and 0.3 g of stearylamine are fused to give a clear mixture. 10.0 g of povidone 
are dissolved in the clear mixture. 12.5 g of pantoprazole sodium sesquihydrate are added and 
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homogeneously suspended at a temperature of 56-60*C, The suspension is prilled in the molten state 
and the drops thus formed are solidified In a cooling zone. 

Example 6 

47 g of solid paraffin. 40 g of glyceryl tripalmitate (Dynasan 1 1 6, Huls). and 3 g of sitosterol are fused to 
give a clear mixture at 100X and cooled to SS-BO'C. 10 g of lansoprazole are added and 
homogeneously suspended. The suspension is added to the feed container of a prilling unit (Brace) 
and prilled at about 0.1 bar from a 200 yim nozzle. A periodic oscillation of the frequency of about 390 
Hz is transmitted to the nozzle head in the course of this. The resulting drops are solidified in a cooling 
zone using air with a temperature of -30X. 

Example 7 

15 g of glyceryl trimyristate (Dynasan 114), 15 grams of glyceryl tripalmitate (Dynasani 1 6). 50 grams 
of solid paraffin and 5 g of cholesterol are fused to give a clear mixture at about 100''C. The clear melt 
is cooled to about 55-65"C. 15 g of rabeprazole are added, the compound is distributed uniformly and 
the homogeneous suspension Is prilled as in Example 6. 

Example 8 

10 g of glyceryl tripalmitate (Dynasan 116). 20 g of glyceryl trimyristate (Dynasan 114), 52 g of solid 
paraffin and 3 g of sitosterol are fused to give a clear mixture at about 100'C. The clear melt Is cooled 
to SS-eS'C. 15 g of omeprazole Mg are added and homogeneously suspended. The suspension is 
added to the feed container of a prilling unit (Brace) and prilled at 90 mbar by means of a 200 pm 
nozzle. A periodic oscillation of the frequency of about 400 Hz is transmitted to the nozzle head in the 
course of this. The resulting drops are solidified in a cooling zone using air with a temperature of -30°C. 

Example 9 

18 g of tristearate, 60 g of solid paraffin and 5 g of cholesterol are fused to give a clear mixture. The 
clear melt is cooled to 56-60*C. 10 g of pantoprazole sodium sesquihydrate are introduced and this is 
homogeneously dispersed. The suspension Is prilled In the molten state in a prilling unit (Brace) having 
vibrating nozzles and the resulting drops are solidified In a cooling zone. 
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Example 10 

18 g of cetyl palmitate, 40 g of solid paraffin and 2 g of cholesterol are fused to give a clear mixture. 
The clear melt is cooled to 56-60°C. 10 g of pantoprazole sodium sesquihydrate are Introduced and 
homogenized until a uniform suspension is fomned. The liquid suspension is prilled in the molten state 
in a prilling unit (Brace) having vibrating nozzles and the resulting drops are solidified in a cooling zone. 

Example 11 

50 g of solid paraffin and 40 g of cetyl palmitate (Cutina® CP) are fused to give a clear mixture at 
lOO^C. The clear melt is cooled to SO-GO^C. 10 g of piantoprazole sodium sesquihydrate are introduced 
and homogeneously suspended. The liquid suspension is prilled In the molten state in a prilling unit 
(Brace) having vibrating nozzles (200 pm nozzle) and the resulting drops are solidified In a cooling 
zone. 

Example 12 

50 g of solid paraffin and 40 g of cetyl alcohol are fused to give a clear mixture at 100*C; The clear melt 
is cooled to 50-60'C. 10 g of pantoprazole sodium sesquihydrate are introduced and homogeneously 
suspended. The liquid suspension is prilled in the molten state in a prilling unit (Brace) having vibrating 
nozzles (200 pm nozzle) and the resulting drops are solidified in a cooling zone. 

Example 13 

50 g of solid paraffin and 40 g of glyceryl trimyristate are fused to give a dear mixture at 100**C. The 
clear melt is cooled to 50-60"C. 10 g of pantoprazole sodium sesquihydrate are introduced and 
homogeneously suspended. The liquid suspension is prilled In the molten state in a prilling unit (Brace) 
having vibrating nozzles (200 pm nozzle) and the resulting drops are solidified in a cooling zone. 

Example 14 

47 g of solid paraffin. 40 g of glyceryl tripalmitate (Dynasan 1 1 6, Huls) and 3 g of sitosterol are fused to 
give a clear mixture at 1Q0**C and cooled to 55-60'C. 10 g of lansoprazole are added and 
homogeneously suspended. The suspension is added to the feed container of a prilling unit (Brace) 
and prilled at about 0.1 bar from a 200 pm nozzle. A periodic oscillation of the frequency of about 390 
Hz is transmitted to the nozzle head in the course of this. The resulting drops are solidified In a cooling 
zone using air with a temperature of-SO'^C. 
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Example 15 

30 g of tristearate, 60 g of solid paraffin, 4 g of sitosterol and 0.07 g of stearylannihe are fused to give a 
clear mixture. The clear melt is cooled to 56-60°C. 15 g of pantoprazole sodium sesquihydrate are 
introduced and this is homogeneously dispersed. The suspension is prilled in the molten state in a 
prilling unit (Brace) having vibrating nozzles and the resulting drops are solidified in a cooling zone. 

The preparations obtained according to Examples 1-15 have a particle size in the range 50-700 ym. By 
variation of the process conditions it is possible, for example, to obtain larger particles. 

Preparation of the administration forms 

Example A 

134.7 g of mannitol, 30 g of Kollidon® 30 and 20 g of xanthan are mixed in dry form. The mixture is 
granulated in a fluidized bed granuiator using water. Granules having a particle size of 0.8-1.5 mm are 
obtained, which are mixed with the preparation (125 g) obtained according to Example 1. The mixture 
thus obtained Is dispensed into sachets or compressed to give tablets - if desired together with further 
tablet excipients - in a manner known to the person skilled in the art. 

Example B 

An amount of the preparation obtained according to Example 2 corresponding to 22.6 mg of 
pantoprazole magnesium is mixed with 500 mg of lactose and 100 mg of xanthan. Depending on 
individual sense of taste, the mixture is additionally mixed with flavorings (sweetener, aroma) and then 
dispensed into a sachet. By dissolving the contents of a sachet in a glass of water with stirring, a 
suspension for oral administration is obtained. 

Example C 

An amount of the preparation from Example 3 corresponding to 45.2 mg of pantoprazole sodium 
sesquihydrate is mixed with the corresponding amount of lactose. This mixture Is mixed with a mixture 
of citric acid and sodium carbonate. After addition of a suitable lubricant (e.g. sodium stearyl fumarate) 
and addition of one or more suitable flavorings, the mixture obtained is compressed directly (without 
further granulation) to give an effervescent tablet. By dissolving a tablet in a glass of water, a 
suspension for oral administration is obtained. 
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Example D 

An amount of the preparation according to Example 4 corresponding to 45.2 mg of pantoprazole 
sodium sesquihydrate is mixed with lactose to improve the flow properties. The mixture is dispensed 
into hard gelatin capsules of suitable size together with other suitable active compounds (e.g. 
amoxicillin or NSAIDs in customary dose forms). 

Example E 

300 mg of lactose are added to an amount of the preparation according to Example 6 comprising 30 mg 
of lansoprazole. The two components are mixed with citric acid and sodium carbonate and, after 
addition of a suitable lubricant (e.g. sodium stearyl fumarate) and addition of suitable flavorings, 
compressed to give a tablet. 

Example F 

450 mg of sucrose and 300 mg of xanthan are added to an amount of the preparation according to 
Example 7 corresponding to 30 mg of rabeprazole. The components are mixed and treated with flavor 
corrigents. The granules are filled into sachets. The contents of a sachet can be added to a glass of 
water and, after stirring, are ready for use. 

Example G 

60 grams of the preparation according to Example 8 are mixed in dry form with 140 grams of mannitol, 
30 grams of Kollldon 30 and 20 grams of xanthan. The mixture Is granulated with water in a fluidized 
bed granulator. Granules are obtained with the particle size 0.8-1.5 mm. The mixture thus obtained is 
dispensed into sachets. 
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Patent claims 

1. An administration form for acid-iabile active compounds, comprising pharmaceutical exclpients 
and multiple individual active compound units, wherein the acid-labile active compound is 
present in the Individual active compound units in a matrix made of a mixture comprising at least 
one fatty alcohol and at least one solid paraffin. 

2. An administration form for acid-labile active compounds, comprising pharmaceutical exclpients 
and multiple individual active compound units, wherein the acid-labile active compound is 
present in the individual active compound units in a matrix made of a mixture comprising at least 
one triglyceride and at least one solid paraffin or in a matrix made of a mixture comprising at 
least one fatty acid ester and at least one solid paraffin. 

3. The administration form as claimed in claim 1 or 2, wherein the individual active compound units 
are microspheres. 

4. The administration form as claimed in claims 1 to 3, wherein the active compound present is an 
acid-labile proton pump inhibitor. 

5. The administration form as claimed in claim 4, wherein the acid-labile proton pump inhibitor 
present is pantoprazole. 

t 

6. The administration form as claimed in claim 1 or 2, wherein, in the mixture, one or more further 
exclpients, selected from the group consisting of polymers, sterols and basic compounds, is/are 
present in the Individual active compound units. 

7. The administration form as claimed in claim 6. wherein the polymer is selected from the group 
consisting of povidone, vinylpyrrolidone/vinyl acetate copolymer, polyvinyl acetate, cellulose 
ethers, cellulose esters, melhacrylic acid/methyl methacrylate copolymer or methacrylic 
acid/ethyl methacrylate copolymer or wherein the polymer is mixtures thereof. 

8. The administration form as claimed In claim 6. wherein the sterol is selected from the group 
consisting of ergosterol. stigmasterol, sitosterol, brassicasterol, campesterol, cholesterol and 
lanosterol or wherein the sterol is mixtures thereof 

9. The administration form as claimed in claim 6, wherein the basic compounds are inorganic basic 
salts such as ammonium carbonate and sodium carbonate, amines such as meglumine, di- or 
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triethylamine and TRIS (2-amino-2-hydroxymethyl-1,3-propandiol) or fatty amines such as 
stearylamine. 

10. The administration form as claimed in claim 1 or 2, which consists of suspensions, gels, tablets, 
coated tablets, multicomponent tablets, effervescent tablets, rapidly disintegrating tablets, 
powders in sachets, sugar-coated tablets, capsules or suppositories. 

11. An active compound unit comprising an acid-labile active compound, wherein the acid-labile 
active compound in the active compound unit is present in a matrix made of a mixture comprising 
at least one fatty alcohol and at least one solid paraffin. 

12. An active compound unit comprising an acid-labile active compound, wherein the acid-labile 
active compound in the active compound unit is present in a matrix made of a mixture comprising 
at least one fatty acid ester and at least one solid paraffin or in a matrix made of a mixture 
comprising at least one triglyceride and at least one solid paraffin. 

13. The active compound unit as claimed in claim 11 or 12. wherein one or more further exclpients, 
selected from the group consisting of polymers, sterols and basic compounds, is/are present in 
the matrix. 



14. The active compound unit as claimed in claims 11 to 13. wherein the active compound present is 
an acid-labile proton pump inhibitor. 

15. The active compound unit as claimed in claims 1 1 to 14, which consists of a microsphere having 
a particle size range of 50-800 fim. 

16. A process for the production of an active compound unit in the form of a microsphere comprising 
an acid-labile active compound, where the acid-labile active compoundj is present in the 
microsphere in a matrix comprising at least one fatty alcohol, by production of drops of a solution 
or dispersion of the acid-labile active compound in at least one fatty alcohol by means of 
vibrating nozzles and by solidification of the drops formed in a suitable medium. 

17. A microsphere obtainable as claimed in claim 16. 

18. A process for the production of an active compound unit in the form of a microsphere comprising 
an acid-labile active compound, where the acid-labile active compound is present in the 
microsphere in a matrix made of a mixture comprising at least one fatty alcohol and at least one 
solid paraffin, at least one triglyceride and at least one solid paraffin or at least one fatty acid 
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ester with at least one solid paraffin, comprising the following steps: (a) preparation of a solution 
or dispersion of the acid-labile active compound in the fatty alcohol and paraffin, triglyceride and 
paraffin or fatty acid ester and paraffin; (b) prilling of the liquid phase from (a); and (c) 
solidification of the drops formed in a suitable medium. 

19. The process as claimed in claim 18. where the prilling is carried out by means of vibrating 
nozzles, the liquid phase flowing to the nozzle being kept at a constant temperature and the 
solidification of the drops taking place in a suitable cooling medium after stabilization thereof by 
sudden quenching. 

20. A microsphere, obtainable by a process as claimed in claim 18 or 19. 



INTERNATIONAL SEARCH REPORT 



Inti .lonal Application No 

PCT/EP 00/04958 



A. CLASSIFICATION OF SUBJECT MATTER 

IPC 7 A61K9/16 A61K31/4439 



According to International Patent Classification OPC) or to both national classification and IPC 



B. FIELDS SEARCHED 



Minimum documentation searched (dassilication system foflowed by classification symbols) 

IPC 7 A61K 



Documentation searched other than minimum documentation to the extent that such documents are included in the Iteids searched 
Electronic data base consulted during the international searcfi (name or data base and. wnere practical, search terms used) 

WPI Data, EPO-Internal , PAJ, CHEM ABS Data 



C. DOCUMENTS CONSIDERED TO BE RELEVANT 



Category ^ Citation of document, with indication, where appropriate, of the relevant passages 



Relevant to daim No. 



EP 0 208 971 A (DR. KARL THOMAE GMBH) 
21 January 1987 (1987-01-21) 
page 2, line 7 - line 11 
page 18; example 8 

DE 27 25 924 A (HOBEG) 

21 December 1978 (1978-12-21) 

cited in the application 

page 12 -page 17; examples 1,2,5 

EP 0 351 580 A (SHIONOGI SEIYAKU KABUSHIKI 
KAISHA) 24 January 1990 (1990-01-24) 
column 6, line 11 - line 35 

line 50 -page 5, column 



16-20 



16-20 



1-20 



page 4, 
page 4, 
7, line 
page 7; 



column 6, 
7 

example 7 



-/-- 



Further documents are listed in the continuation of box C. 



0 



Patent family members are listed In annex. 



* Special categories of cited documents : 

"A" document defining the general state of the art which is not 
conaidered to be of particular relevance 
earlier document but published on or after the international 
filing date 

"L" document which may throw doubts on priortty claim($) or 
which is cited to establish the publication date of another 
Citation or other special reason {as specified) 

"C document referring to an oral disclosure, use, exhibition or 
other means 

"P" document published prior to the international filing date but 
later than the priority date daimed 



T" later document published after the intematx^nal filing date 
or priority date and not in conflict with the application but 
cited to understand the principle or theory underlying the 
invention 

"X" document of particular relevarKe; the claimed irwention 
carMiot be considered novel or cannot be cortsidered to 
involve an inventive step when the document is taken alone 

"Y" document of particular relevance; the claimed invention 

cannot be considered to involve an inventive step when the 
document is combined with one or more other such docu- 
ments, such combination t>eing ob\^ous to a person sl<illed 
in the ari. 

document member of the same patent family 



Date of the actual completion of the international search 

21 September 2000 


Date of mailing of the international search report 

28/09/2000 


Name and mailing address of the ISA 

European Patent Office, P.B. 581 8 Patentlaan 2 
NL - 2280 HV Rijswijk 
Tel. (+31-70) 340-2040, Tx. 31 651 epo nl, 
Fax: (+31-70) 340-3016 


Authorized officer 

Benz, K 



Forni PCT/ISA/210 (second sheet) (July 1992) 



page 1 of 2 



INTERNATIONAL SEARCH REPORT 



int .tionai Appilcaiion No 

PCT/EP 00/04958 



C.(Cominuation) DOCUMENTS CONSIDERED TO BE RELEVANT 



Caiegofy Citation of document, with inciication.where appropriate, of the relevant oassages 



Relevant to claim No. 



P. A 



EP 0 514 008 A (TAKEDA CHEMICAL 
INDUSTRIES) 19 November 1992 (1992-11-19) 
cited in the application 
page 6, line 31 - line 37 
page 18; example 30 

DATABASE WPI 

Week 19952 
Derwent Publications Ltd., London, GB; 

AN 1993-348343 
XP002130012 

& JP 05 255075 A (TAISHO PHARM CO LTD), 

5 October 1993 (1993-10-05) 

abstract 

WO 99 29299 A (BYK GULDEN LOMBERG 
CHEMISCHE FABRIK GMBH) 
17 June 1999 (1999-06-17) 
page 10; examples 6,7 

US 3 065 142 A (ANTONIDES) 
20 November 1962 (1962-11-20) 
column 3; example 1 
column 3, line 3 - line. 5 

L. LEWIS ET AL.: "The physical and 

chemical stability of suspensions of 

sustained-release microspheres" 

JOURNAL OF MICROENCAPSULATION, 

vol. 15, no. 5, September 1998 (1998-09), 

pages 555-567, XP000771706 

London (GB) 

page 556, paragraph 2 

page 556, paragraph "materials" 

page 557, paragraph 1 

US 3 800 038 A (RUOEL) 

26 March 1974 (1974-03-26) 

column 6 -column 7; example 1 

FR 2 754 177 A (SANOFI SOCieie ANONYME) 

10 April 1998 (1998-04-10) 

page 17; example 10 

page 13 -page 14; example 1 



1-20 



1-20 



1-10 



2,10,12 



2,3 



6,8,13 



1-20 



Foim PCT/ISA/Z1 0 (continuation of second shoel) (July 1 992) 



page 2 of 2 



INTERNATIONAL SEARCH REPORT 

Information on patent family members 



Inti (ional Application No 

PCT/EP 00/04958 



Patent document 




Publication 




Patent family 


Publication 


cited in search report 




date 




member(s) 


date 


EP 208971 


A 


21-01-1987 




Tcoyicv'? A 
a 


1 C n 1 1 QQ7 






AT 


Oooi^ 1 


1 — 1 Q01 

1 b-uo— iyy 1 






Ail 

ftU 




AC A7 1 AQA 






All 
AU 


CQfi7AQ^ A 
D^o/OoO A 


1 c_Ai —1 no 7 

ib— Ul— lyo/ 






PA 


1'P711'^Q A 
Ic/iiJO A 








nn 


c'foUb/ A 


OA A7 1 n07 

29-0/ -1987 






r\r 
Ub 


JO/y4Do U 


A A m 1 Art 1 

04-07-1991 






ni^ 
U\ 


J^h/oO A,d, 


11 AT 1AOT 

11-01-1987 








^UUU^O? A 


A1 AO 1 AOO 

01-02-1988 






r 1 


QftOQQQ A D 
00^070 A , D , 


A1 1AO"7 

11-01-1987 






bK 


Q£17XO A 


1 A 11 1 AO^ 

10-11-1986 






nl\ 


70T01 A 


10 1A lAAl 

18-10-1991 






Ul 1 

nU 


yion^c A D- 
4Z94d A,d 


OO AA 1 A 0"7 

28-09-1987 






T r 

lb 


C QQ CI □ 


A1 10 1AAO 

01-12-1993 






T 1 

IL 


"7m7C A 

/9o/b A 


10 AT 1AAA 

18-01-1990 






ID 

Jr 


lyboZoy C 


OO A7 1 A A r* 

28-07-1995 






Jr 


OUooyOb D 


AA 11 1 A A yi 

09-11-1994 






ID 

Jr 


a oni '57 17 A 


OT A1 lAOT 

21-01-1987 






KR 


9310586 B 


30-10-1993 






MX 


9202785 A 


30-06-1992 






NO 


175351 B 


27-06-1994 






NZ 


216794 A 


29-11-1988 






DU 

rn 


26147 A 


10 AO inno 

18-03-1992 






DT 


82949 A,D 


Al AA irtO^ 

01-08-1986 








/2191 G 


OO 11 1AA1 

22-11-1991 






lie 
US 


4/bb3ob A 


AC AT 1 AAA 

05-07-1988 








ooUblOb A 


OA AO 1AAA 

30-03-1988 


DE 2725924 


A 


21-12-1978 


CH 


631636 A 


31-08-1982 




A 


24-01-1990 


ID 

Jr 


OA*! on 1 A 


A1 AO 1 AA A 

01-02-1990 






ID 

Jr 


o/r Q 1 o 7*3 □ 
ilOoiO/O D 


o/r 11 1 A A 7 

26-11-1997 






AT 
A 1 


QQ1 ^: 1 T 


1 C AC 1 AAO 

15-05-1993 






nc 
Ub 


^QQn^yi77 n 


1 7-_AC 1 OA 7 

1/-0O— 1993 






nr 
Ub 


caonoi77 T 

Doyuo**// 1 


AO AA 1 OAO 

09-09-1993 






bo 


^Ub'+yi^ 1 


1£ AO 1AA/I 

10-08-1994 






lie 


bU^oUoy A 


11 AC 1AA1 

11-06-1991 


FP 514008 


A 


19-11-1992 


AT 


1 710*3 AQ T 


1C AO lAAT 

15-03-1997 






r A 

LA 


^UOOjo4 a 


OA in 1 OA o 

20-10-1992 






nr 
Ub 


AO 9 1 77 11 n 


10-04-1997 






DE 


69217711 T 


17-07-1997 






DK 


514008 T 


12-05-1997 






ES 


2098447 T 


01-05-1997 






GR 


3023383 T 


29-08-1997 






IP 

Jr 


C 1 10A 1 A 

bi 0^410 A 


OQ AC 1 O AO 

28-05-1993 






M\ 


Ci/iOb D 


01 _AQ_1 OOO 

ui-uy— lyyy 






ou 


CA^on A 


7A— A7— 1 OOQ 

2U— u/ — lyyo 






IK 


CC7Cn^C A 

bb/ou^b A 


1 Q 11 1 00£ 

ly— i i-iyyo 






us 


5731006 A 


24-03-1998 


OP 5255075 


A 


05-10-1993 


JP 


2973751 B 


08-11-1999 


UO 9929299 


A 


17-06-1999 


DE 


19754324 A 


10-06-1999 






DE 


19822549 A 


25-11-1999 






AU 


2160099 A 


. 28-06-1999 






AU 


2413099 A 


28-06-1999 






UO 


9929320 A 


17-06-1999 



Foon PCT/ISA«lO<patefit family annex) (July 1992) 



page 1 of 2 



INTERNATIONAL SEARCH REPORT 

Information on patent family members 



inti .ional Application No 

PCT/EP 00/04958 



Patent document 
cited in search report 



=>jbli cation 
date 



Patent family 
memberts) 



Publication 
date 



US 3065142 



20-11-1962 



US 3800038 
FR 2754177 



A 
A 



26-03-1974 
10-04-1998 



NONE 


NONE 


AU 


4560297 


A 


OS- 


-05- 


1998 


BR 


9712268 


A 


SI- 


-08- 


1999 


CN 


1232391 


A 


20- 


-10- 


1999 


CZ 


9901211 


A 


11- 


-08- 


1999 


EP 


0956010 


A 


17- 


-11- 


1999 


WO 


9815268 


A 


16- 


-04- 


1998 


HR 


970537 


A 


31- 


-08- 


1998 


JP 2000504038 


T 


04- 


-04- 


2000 


NO 


991613 


A 


06- 


-04- 


1999 


PL 


332249 


A 


30- 


-08- 


1999 


ZA 


9708954 


A 


07- 


-04- 


1999 



Foim PCT/ISA/21 0 (patant tamity annoK) (July 1992) 



page 2 of 2 



This Page is Inserted by IFW Indexing and Scanning 
Operations and is not part of the Official Record. 

BEST AVAILABLE IMAGES 

Defective images within this document are accurate representations of the original 
documents submitted by the applicant. 

Defects in the images include but are not limited to the items checked: 

□ BLACK BORDERS 

□ IMAGE CUT OFF AT TOP, BOTTOM OR STOES 

□ FADED TEXT OR DRAWING 

□ BLURRED OR ILLEGIBLE TEXT OR DRAWING 

□ SKEWED/SLANTED IMAGES 

□ COLOR OR BLACK AND WHITE PHOTOGRAPHS 

□ GRAY SCALE DOCUMENTS 

□ LINES OR MARKS ON ORIGINAL DOCUMENT 

□ REFERENCE(S) OR EXHIBIT(S) SUBMITTED ARE POOR QUALITY 

□ OTHER: 

IMAGES ARE BEST AVAILABLE COPY. 
As rescanning these documents will not correct the image 
problems checked, please do not report these problems to 
the IFW Image Problem Mailbox. 



